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(54) Title: MODIFIED NATURETIC COMPOUNDS, CONJUGATES, AND USES THEREOF 

(57) Abstract: Modified natriuretic compounds and conjugates thereof are disclosed in the present invention. In particular, conju- 
gated forms of hBNP are provided that include at least one modifying moiety attached thereto. The modified natriuretic compound 
conjugates retain activity for stimulating cGMP production, binding to NPR-A receptor, and in some embodiments an improved 
half-life in circulation as compared to unmodified counterpart natriuretic compounds. Oral, parenteral, subcutaneous, and intra- 
venous forms to of the compounds and conjugates may be prepared as treatments and/or therapies for heart conditions particularly 
congestive heart failure. Modifying moieties comprising oligomeric structures having a variety of lengths and configurations are 
also disclosed. Analogs of the natriuretic compound are also disclosed, having an amino acid sequence that is other than the native 
sequence. 
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Continuation of Box 1.1 

Although claims 114-121 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 


Continuation of Box 1.1 
Claims Nos.: 114-121 

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by 
therapy 


Continuation of Box 1.2 
Claims Nos.: 1-129, 156-160 


Present claims 1-127, 156-160 relate to an extremely large number of 
possible conjugates (claims 1-127, 156-160), namely conjugates 
comprising a natriuretic compound, a modifying moeity conjugation site 
and/or a modifying moiety; or to an extremely large number of possible 
natriuretic peptide analogues (claims 128-129), namely analogues 
comprising a modifying moiety conjugation site. Support within the 
meaning of Article 6 PCT and/or disclosure within the meaning of Article 
5 PCT is to be found, however, for only a very small proportion of the 
natriuretic peptide analogues and the modifygin moiety claimed. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be supported and disclosed, namely 
those parts relating to the conjugates comprising the natriuretic 
compounds explicitly mentioned at pages 10, 11, in the examples and in 
claims 12, 14, 34, 37, 130, 132, 134, 141, 176, 178 and 180 and the 
modifying moiety mentioned at pages 37-41, in the examples, table 1 and 
in claims 52, 62, 73, 161-175. 


Present claims 1-11, 59-61, 70-72, 83-85, 100, 101, 105-108, 110, 
156-160 relate to a compounds defined by reference to a desirable 
characteristic or property, namely retaining a certain percentage of 
cGMP stimulating activity (claims 1-11, 156 and 157); rendering the 
compound more lipophilic or hydrophilic or amphiphilic (claims 59-61, 
70-72, 83-85, 100, 158, 159 and 160); a bond being hydrolysable or not 
hydrolysable (claims 101, 105-108 andllO). The claims cover all the 
compounds having this characteristic or property, whereas the 
application provides support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT for only a very limited 
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number of such compounds. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims also lack clarity (Article 6 PCT). An 
attempt is made to define the compounds by reference to a result to be 
achieved. Again, this lack of clarity in the present case is such as to 
render a meaningful search over the whole of the claimed scope 
impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to the natriuretic compounds explicitly 
mentioned at pages 10, 11, in the examples and in claims 12, 14, 34, 37, 
130, 132, 134, 141, 176, 178 and 180 and the modifying moiety mentioned 
at pages 37-41, in the examples, table 1 and in claims 52, 62, 73, 
161-175. 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome . 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 


Invention 1: Claims 1-11, 13, 23-33, 40-51, 86-103, 105-126, 
156-160 (all partially); 12, 52-61 (complete) 

Natriuretic peptide conjugates according to the peptide of 
claim 12 and the polyethylene glycol of claim 52. 


Invention 2-12: Claims 1-11, 13, 23-33, 40-51, 86-103, 105-126, 

156-160 (all partially); 12, 14-22, 34-36, 37-39, 52-61, 
62-72, 

73-85 (all complete) 

Each of the natriuretic peptide conjugates resulting from 
the combination of the peptides of claims 12, 14, 34 or 37 
. and dependent claims and the polyethylene glycols of claims 
52, 62 or 73 and dependent claims, except those of invention 
1. 


Inventions 13-19: Claims 1-11, 13, 23-33, 40-51, 86-103, 105-126, 
156-160 (all partially); 12, 14-22, 34-36, 37-39 (all 
compl ete) 

Each of the natriuretic peptide conjugates resulting from 

the combination of the peptides of claims 12, 14, 34 or 37 

and dependent claims and the polyethylene glycols of table 1 

grouped according to their structure as follows: 

Group i: BN-002, BN-002 SCALED UP, BN-003, BN-004, BN-011, 

BN-012, BN-024, BN-024 SCALED UP, BN-025. 

Group ii: BN-007, BN-008, BN-010, BN-018, BN-019. 

Group iii: BN-013, BN-014, BN-015, BN-016, BN-017. 

Group iv: BN-022, BN-022 SCALED UP, BN-030. 

Group v: BN-034, BN-038. 

Group vi : BN-041, BN-042. 

Group vii: BN-G46. 


Invention 20: Claim 127 

Pro-polynatriuretic peptide conjugates according to claim 
127. 


Invention 21-28: Claims 130-155 

Each of the natriuretic peptide analogues according to 
claims 130, 132, 134, 141, 147, 153, 154 or 155 and their 
dependent claims. 


Invention 29-32: claims 161-175 
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Each of the polyethylene glycol derivatives of according to 
claims 161, 162, 163 (and 164), 165 (and 166) and method for. 
their preparation. 


Inventions 33-35: Claims 176-181 

Each of the natriuretic peptide analogues of claims 176» 178 
or 180 and their dependent claims. 
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